• PCT/JP2004/013989 

B ^ HI # Jr 16.09.2004 

JAPAN PATENT OFFICE ^ 



This is to certify that the annexed is a true copy of the following application as filed 
with this Office. 



m m ^ n B 

Date of Application: 

m ® # 

Application Number: 
[ST. 10/C] : 



2003^ 9 E 1 7 B 

#M 2003-324157 
[JP2003-324157] 




m m A 

Applicant(s): 



Commissioner, 
Japan Patent Office 



PRIORITY DOCUMENT 

5TIBMITTED OR TRANSMITTED IN 
CXDMPLIANC^ WITH 
RUI-EI7.i(a)OR(b) 



2004^^ 9^ 2B 




ffiiE#-^ aJiE# 2004-3078938 



#M2 003-324157 



l/E 



u 



I] 



P156235 

¥^5^ 9>^17B 

C07D309/32 
A61K 31/366 

:^liKllTJ«::mE^StB'fHTB 1#9 8^ ffiife-fk^XtSl^^^ti 
1*1 

:;*cKilTj«:^E^Bffi<=fHTg i#9 8-^ ft^'fb^xll*5^^^%fc 
1*1 

m^il 

;^^rlTJtb?EE^Bffi4'HTB 1#9 8-^ mtf- ^ y \f 

mm 

000002093 

100093285 

06-6220-3405 
100113000 

06-6220-3405 
100119471 

06-6220-3405 

010238 
21.000R 

#K^lf*<^^H 1 
1# 1 
1 

0212949 



teiE#2 004-3078938 



#M 2003-324157 



1 ] 

^ (I) 



O OR 




O^O CH3 



l^^. X}iC2-C4T;V'>--;V*^ 02-047;^^^;^*^.. Ri - s (O) 1 (Ri {±C1- 

C4T;i'^;i/^=^^L. Ui0~2<?)|i^^^i-o ) . '>T/*. :^;;i/'i?^v»> C1-C4T 
;V3:^->*;VjK-;I/3I, (R i ) 2 N-^ (Ri iitHf&tm—O^^^^iTo ) s Ri - 
CO-NH-^ (Ri limMitm~<7)mM^U'f-o ) ^ Ri 0-CO-NH-* (Ri It 

mmtm—<Dmm^^i-. ) ^ ri nh-co-nh-^ (ri iimmtm-'<D^M'^^ 

■to ) . Xii. (R2 ) 2 N-CO-» (R2 {±7K^Hi^Xt±Cl-C4T;l'^;i/»«:^i-o 
) *^L. X* Ji^Nny>M^. ^NO'>'>ir.^^L< ^4Cl-C4T;^3 4^v»■Cg^fe:?^^■r 
J:v>C1-C4T;1'^;v*. -hn*, C1-C4T;V=3^ X{4> R3 Z-^ (Zti^*!^ 
^Xii^MJM'f-^mL. R3 {4^^^y>l^,T-t?M^:?^^^^Cl-C4T;^^;^»^*•ro ) ^ 
kfiOXii 1 «r^L. k' 14 0 ~ 4 (^^^=^^L. k :6«0 OJ^-^lcti k ' 2 ~ 4 
(D^^X-^y), k' 7&^2~4(^J*'^tctiX' {4ffiM^^TJ:<, R {iCl-C4T;V^;v3fex C 
2-C4T;v^-;v*XWC2-C4T;w^^;w*t?ab^o ] 

^ (II) 



[^tf, X}4C2-C4T;v^-;V^. C2-C4T;1'^-;1'*> Ri - S (O) 1 (Ri tiCl- 

C47;v^;v^^^L> nio~2(^«ic'^^-to ) x iyry^. ci-C4t 

;i/ni|r^^*;V*'-;^^> (Ri ) 2 N-^ (Ri {iBiTiat |Il-0#>l5^=Sr^-ro ) . Ri - 

co-NH-ife (Ri iimmtm—(oMf^^m-to ) . ri o-co-nh-* (ri 

triB^I^— <7)^iP^Sr^f o ) . Ri NH-CO-NH-^ (Ri {±1iriB t |W|— <7)^i*'S-^ 
■To ) . Xi4> (R2) 2N-CO-*(R2 {±7K^^>^^Xt±Cl-C4T;V^;v^=?r^1-o 
) =I:^L, X* • ii^^ur>mir. ^nd^ L < {4Cl-C4T;i^ 3 + v*-e«^$ tL 
J;V>C1-C4T;V*;1'*. -bn*, C2-C4T;V3:^^ vS, R3 z-^ izitm^ 

m=f-XiimnBlr^mL. Rs ^4^^^y>Jli=-T•M^?t^.7tCl-C4T;^^;^^=lr^i-o ) 
^^L. kitOXitli0:L. k' {4 0~4OS^*^L. k :**0 Oi^-^tCti k ' {4 2- 
4<^^^-e*l9, k' :6-'2~4 0J*^tC{4X' {4*gM^ro-C i < . R f4Cl-C4T;V#;V* 
X C2-C4T;i''J^-JV*X{4C2-C4T;V4f-^l'*-eafe*o ] 

^ (III) 



o 



OR 




(II) 



O OH 




[^f. V(4C2-C4T;v^^-;v*. C2-(MT;v4r-;v^^ C2-C4t;i/3^'>:«; 

UJiE# 2004-3078938 



#M 2003-324157 



2/ 



}U^=.)]/mXit (Ri ' ' ) 2 (Ri ' ' {iC2-C47;V^>'V^^^-ro ) =Sr^L. 

k' ' i>)^2<Dm^li'itX' ' {±;te*^:;&o ] 
[|ff*]S4l 

f 'Sit'^^m^il-*. ^ (IV) 



[^tf^ Vf4C2-C4T;V'Jr:::^;v*, C2-C4T;^^-;^^^ *;v5K^->*> C2-C4t;v3^v* 

(Ri ' ' ) 2 (Ri ' ' {iC2-C4T;V^;V'^=Srai-o ) ^^L. 

k' ' {iO~2<^^^=^^L. k3&*0<^J^^lw{±k' ' fi2-e^«9. k' ' *«2<^%'^13 
{iX' • t±ffim>&*)^ X' ' ity^uy>}^^^, ^Nny^IEi^^t < tiCl-C4T;V=idrv^ 
•ce^^:?tL-Ci J:v>C1-C4T;1/^jHI. - h n^, C2-C4T;V3^->*> XJi. Rs Z 
(Z{±m«ir.^3Z.{±«S^^^^^tx R3 {i^Nny>'mi^-e«J^$tL/cCi-C4T;v^;v» 
^^■To ) *^L. ktiOZfi 1 4:aL> R{±Cl-C4T;V^;v*^ C2-C4T;i/'5^-;^»X{± 

C2-C4t;v^-;v^-c*^o ] 

[ w^^S 5 1 



[^^^ X{±C2-C4T;V'Jr^;VS. C2-C4T;v^-;1'^. Ri -S (O) 1 (Ri {±C1- 

C4T;1/^;V^«:«L. Ui 0 ~ 2 <^)3g|g[1:^-ro ) . '>T>'3fe> *;V'>K*V3I, C1-C4T 
}Va^-yiU)V:^=-)V^^ (Ri ) 2 (Ri ItwSUtm—fOWMi^lTo ) ^ Ri - 

CO-NH-^ (Ri ltmmtWi-<^^M^^-to ) s Ri 0-CO-NH-^ (Ri ii 

mmtm—(o^M^mi-o ) ^ ri nh-co-nh-* (Ri i±mM?.tm—<D^^^^ 

1- 0 ) > Xii. (R2 ) 2 N-CO-* (R2 {±7lc^I^TX«Ci-C4T;v4r;i^**^-f-o 

) 4•^L^ X' {±>'Nn-$^>'ll^^> /Nnr:^Jl^^L< {iCl-C4T;w=i^v'*-e®^^^-C 
J:v^Cl-C4T;^^;^*^ ^ hn*. C1-C4t;V3^'>*, 3lti. R3 Z-m (Zfi^^M 
T-Xi±^IIJF,^=-*^L. R3 ^±^^^r>J©^^T'g^$tLf^Cl-C4T;^^;^*Sr^-ro ) ^ 
St. kJiOXti 1 =^SL, k' {i0~4O«^=SrSL. k (^J^-^lcti k ' t± 2 ~ 4 
<?5e!Sc-C^> 15 . k' i!)^2~~4(Om^K\tX' tiffl^^roT J: < . R tiCl-C4T;V^;V», C 

2- C4 7)1^^^ fiC2-C4 T ;v ^ - -'i-^-e * S o ] 
X-7^^fi^2]l-\^ ^ >-2-^ ><t^^<O^Mo 





m^m. 6 ] 
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(X")ic-n- 




(I) 



Kft'. XliC2-C47;^^— ^l'^. C2-C4T;v^-;^*. Ri -S (0) i (Ri tiCl- 

C4T;v^;v^=^^t. n± 0 ~ 2 oiii&«:^-ro ) ^ '>t^^. *;v**+'>*, ci-C4t 

;l/3i(^V?!;;v^-;l'3fe> (Ri ) 2 (Ri {iftflBi: |WI— (Tj^i^^^-fo ) ^ Ri - 

CO-NH-& (Ri immtm-'<DM.^^^-ro ) . Ri o-co-nh-» (Ri a 

ltrl5t|W!-o:ti**^i-o ) . Ri NH-CO-NH-& (Ri Wiei: |W]— <^*i*«r^ 

1- 0 ) ^ (R2) 2N-CO-*(R2 itT^mM^^XiiCl-CAT )Vm^^iro 

^ J;v^C1-C4T;V^^^*s -ha^. Cl-C4T;vn^ v^, Xfi. R3 Z-» (Z(4m^l?> 
i^Xti^i^il^^^^t. R3 ^4/^o<5r^>'JI^T'gm$tt/iCl-C4T;^^;^^'£r^•ro ) =Sr 

<?5^^-e2b>). k' ib^ 2 4 (Dm^KiiX' «*a^*o T J: < . Rf4Cl-C4T;v^JV3fe> C 

2- C4 T ;v - ;V'^x {4C2-C4 T ;v ^ - ;v^-e ^ ^ o ] 

-e^ tt;S 2H- tf 9 >-2-:j- V-fb-^^O-ffifflo 

^ (I) 



[^i^J. X{iC2-C47;V^-;V». C2-C4T;V^->'V*, Ri - S (0) 1 -& (Ri iiCl- 
C47;v^;v&=SrSL, 1 (i 0 ~ 2 (^^ic^^-To ) . i^T^^. :^ Jl'^i^^ 'y^. C1-C4T 
;v=/:¥>'?!7;i/**-;V»> (Ri ) 2 N-^ (Ri lifrlB^ilWl— <^#,l*^^t-o ) ^ Ri - 
CO-NU-m (Ri {i«lrfBi:l^-<^jti*=Sr^i-o ) . Ri 0-CO-NH-lfe (Ri t± 
mmtm-<O^^^M-to ) . RiNH-CO-NH-^ (Ri nmut^-cD^M^u 

1- o ) . Xli, (R2 ) 2 N-CO-* (R2 {47lc*m^Xt±Cl-C4T;i-^;v^^^-ro 

) =SrSL. X' ^4^^^ry]l^. yNn^>'l#.d^^L < {4C1-C4T;V3^ vft-Cgm^^xT 
^, iv^Cl-C4T;v^JV*> Cl-C4T;vr3^>'|fe. Xt±^ R3 Z-3fe (Z»4m^/1 

^Ximnm.=f-i^v. R3 {4^Nny>m^T-sm$tL}tci-c4T;i'^;v**^-ro ) * 

^t. k{4 0X}4 1 ^r^b. k' {4 0~4C9S^^mL. k tS^O <^^^t::{4 k ' (i 2 ~ 4 
(Ommr-^^^ k' ;6«2 ~4 (^^^-^l^tiX' l4;ti*'5:o-C J: <. R{4Cl-C4T;v^;v*^ C 

2- C4T;v^^;i'*Xi4C2-C4T;v#^;v*-e$)^o ] 

m^-m 8 1 

;&^S<0^ (I) 



[^tf, X^4C2-C4T;V'5^-^^S^ C2-C4T;V^-;V*. Ri -S (O) 1 (Ri iiCl- 

C47;i'^;W^^^L. n40~2O^!gC«:^-ro ) ^ ->7>'«. *;w.-K^->^. C1-C47 
;i/nif->*;i/*'-;v*. (R 1 ) 2 N-^ (Ri «Birf5i: 1^1— 0^i*=lr^i-e ) . Ri - 
CO-NH-* (Ri l4miBt|^-Oiti*Sr*-ro ) . Ri 0-CO-NH-^ (Ri tt 




(I) 




tiiiE# 2004-3078938 



mm 2003-324157 



mBtwi~<^Mm^m-ro ) > ri nh-co-nh-^ (ri itmutm-<oMmiU 

-To ) ^ Xii. (R2 ) 2 N-CO-^ (R2 ii:^mm.^XitCl-CAT)\y^)l^^i:m-to 
) *^L. X* it^^urz^m^. /^ar>JGr,^^L< {4Ci-C4T;v3:Sr->»-e«m$tL-c 
J:v^C1-C4T;V^;V'S. -ho^. Cl-C4T;vn^v». R3 Z-» (Zti^^M 

<^S^t?*>5. k' :6«2~4<^i^'^t-{4X' «ffiM*oTJ;<, R«Cl-C4T;l/^;l'^. C 

2-C4 T ;^ ^ ^ {±C2-C4 T;i'^-''^*'e*'5>o ] 

$ n-?, 2H- e 7 > -2- ^ y ^t^m ^ . mo^iKfc ^^m^^^^Mi:'Z^mt^^m% 

9 ] 



[^^i. XliC2-CAT)V^-)Vm. C2-C4T;v^-;v^> Ri - S (O) i (Ri tiCl- 

C47;i'^;i'^*^L. 1 {4 0 ~ 2 c^^^Sr^fo ) . i^Ty&. C1-C4T 
;i/3df^->?&;vj}?-;Hfe> (Ri ) 2 N-^ (Ri titSflSa: <50^i*«r^1-o ) . Ri - 

CO-NH-* (Ri \,tmmtm-'<ow-M^m-to ) > Ri o-co-nh-^ (Ri 
m%itm~<DM^^m-to ) > ri nh-co-nh-» (ri itmmtm—<DWM^^ 

-To ) . Xii. (R2 ) 2 N-CO-^ (R2 {47|c^M^3Z.i4Cl-C4T;l'^;i-»=Sr^i-o 
) X' l4/^^y>Jl^, /Nn^;xJl^^L< {4Cl-C4T;v=i^'>*T«m$tLr 

"fe i:v*Cl-C4T;^^;^*^ -hn*, Cl-C4T;i'3^vlfe. Ra (Zfim^H 

=?'XiimnW.l^^mL. R3 {4/^^y>ilT■T-«m$ttfcCl-C4T;^^;^^=S:^1-o ) 
mt. kiiOXltl ^mL. k' {4 0~4<^S^*^L. k tJ-* 0 <^Jir'^t::{4 k ' 14 2 ~ 4 
<^)M^T-*<9. k' ;&^2~4(^3^'g-(C{4X' t4*a^:& o T i < > R {4Cl-C4T;V4r;i/^, C 
2-C4 T ;V ^ - Jl' J4 C2-C4 T }l^^-)\^&-^^io ] 
t?^ ttS 2H- fc* 7 V-2-:^- >'fb'&t»<^'^ffio 

m^m 1 0 1 
^ (I) 



[^"fx xt4C2-C4T;V'>--;vS> C2-C4t;v^^;w^> Ri - S (O) 1 (Ri {4C1- 
C47;v^;wS^^Lx 1 {4 0 ~ 2 (O^^^^-To ) X vry*. *;V>K^v*> C1-C4T 

(Ri ) 2 N-^ (Ri itmt?.tm~<^1tM^^-ro ) ^ Ri - 

co-NH-^ (Ri itmmtm-<7>mMi^-ro ) . ri o-co-nh-^ (ri {4 

mtm—<DlS:f^im:-ro ) . Ri NH-CO-NH-^ (Ri t4MIBi:l^— 0*i*«r^ 
-To ) . Xii. (R2 ) 2 N-CO-^ (R2 l47K^llTX{4Cl-C4T;v^;i'S^S-to 
) *SL> X' ii^^ur>mf: ^^^r>']ET■^L< J4Cl-C4T;v=i^v^T-g^$tL-C 

1- J:v*Ci-C4T;v^;v^. -hn*, C1-C4T;v=i^ v*. 3Z.t4. R3 Z-^ (Z{4^#11 
^X{4^^11?-=S-*L, Rs f4>'Nn'5'':xir.^-cgl5l$tL/cCl-C4T;V^;v^*S't-o ) * 
^L, kl4 0XJ4l «r^L. k' {4 0 ~ 4 <?)S^^^L, k :&*0 om-&t-f4 k ' {42-4 
<^S^T'Zb»9x k' >{>«2 ~4 c7)%'g-t::f4X' l4ffim^ro-C J: < , Rt4Cl-C4TJV^;i/^, C 

2- C4 T <5r - S4C2-C4 T ;l/ ^ ^ }^^X- $>^o 1 



O 



OR 
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T G F - i8 1:: J: ^^m7gnm^<^^^if^M^m.m Lx^m^mm<om^^m <ctizx 

O OR 
O^O CH3 

[^4^, XtiC2-C4T;V'5^^;V^, C2-C4T;1'^-;V*. Ri - S (0) 1 (Ri iiCl- 
C4T;V^-'^»=&^L^ 1 {iO~2«OSm^^-ro ) > Z^Ty&. *;VjK^->». C1-C4T 

(Ri ) 2 N-» (Ri {imiB 1 1^— (^5Sl**^i-o ) > Ri - 
CO-NH-* (Ri iimmtm-<7)^Mi^iro ) . Ri 0-CO-NH-^ (Ri fi 
mitm--<D^Mimi-o ) > Ri NH-CO-NH-^ (Ri {41uiai:IWI-<^^l^=£r^ 
-To ) . Xf±> (R2) 2N-CO-»(R2 {47k^M^=-Zt±Ci-C4T;v^;vS^*i-o 

i iv^Cl-CiTJV^^V*. ^hngg, Cl-C4TJV=i^->»> Xit. R3 Z-» (Z{4m#M 

^L. kfiOXti 1 =^^U. k' {±0~4<7?^m^^L. k t&^O (^^r-a-t^fi k ' {42-4 
(7)S^-C*^. k' 7b^2-A(DW^^K\iX' {4ffiM*oTJ:<x Rt±Cl-C4T;V^;U*. C 
2-C4T;i/^-;mX{±C2-C4T - ;i/3fet?ab S o ] 

x-^ tt-?> 2H- 1? 7 :^-2-:t yit'^^o^mo 

m^M 1 2 ] 
^ (I) 

O OR 

(I) 

•CH3 

[^tf. X«C2-C4T;^^^;^*^ C2-C4T;v^-^v3fex Ri - S (0) 1 (Ri fiCl- 
C4T;V^;V^=^^t. Hi 0 ~ 2 <^^it=S:^-ro ) > vT^*. :^;i/**^->*. C1-C4T 
;i/3iS^->5l?;v;K-;i'*. (Ri ) 2 N-^ (Ri {ifrlfii: O^^^^Sr^-To ) . Ri - 

co-NH-^ (Ri immtm-'<o^^i^-to ) > Ri o-co-NH-a& (Ri it 
mt^tm-<Dit^^^i-o ) . Ri NH-co-NH-^ (Ri itms&tm-<DmM^m 

■To ) . Xt4> (R2 ) 2 N-CO-^ (R2 {47K«JE^^X{4Cl-C4T;W^;i'*=S:^i-o 
) ^^L^ X' ii^^xnyymi-. ^Nnyvil?-^ t < {iCl-C4T;i'3arv'^T'Sm$tLT 
^ iv>Cl-C4T;V^;i'*. -bn^. C1-C4T;V=i:^v'^. Xii. R3 Z-^ (Zii^*!^ 
^^XJi^^Mi^=^«L. Ra itJ^T3r>m=F-^W:m^fit:Cl-C4T)\^^}^m^miro ) * 
ktiOXtil^^L. k' {40~4(^S^=t^L. k :6«0 (Tj^^tzti k ' t4 2 ~ 4 
<oskx'^0> k' 7&*2~4<7)d^^{c{4X' l4ffi^=5:oX i <. RtiCl-C47;i'^;V», C 
2-C4T>)V"ir::^;V'*X{4C2-C4T;V + -;l'^t'S>'2>o ] 





0) 

CH3 
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^-v? : 6/E 



[^4". X{±C2-C4T;i/>5rz^;i/^, C2-C4T;^^->'VS. Ri - S (0) i (Ri JiCl- 
C4T;v^;1'^«:^L, 1 {±0~2<OMic*^^o ) s vry*. :^;;V5K^v^. C1-C4T 
;i.3:3p->3!;;V:^*j^;i/^, (Ri ) 2 N-^ (Ri ti^^i: <^5^i*4r*-to ) . Ri - 

co-NH-^ (Ri iimtm-'(DMm^m-ro ) ^ Ri o-co-nh-» (Ri {± 

miafc|WI-<^^i5^^^i-o ) . Ri NH-CO-NH-^ (Ri {itulBtlWI-Oitl*^^ 

1- o ) ^ XJi. (R2 ) 2 N-CO-* (R2 ii7ii.mW.^XiiCl-(AT}\^^)vm^m-to 

) t^L^ X' it^^u^yW.^^ ^Nn>>'>ll^^t < ^iCl-C4TJV^^v^•CSm^^^•C 
J;v^C1-C4t;v^;i/*> ^hn^, Cl-C4T;i/n^->^, XJi. Rs z-^ (Z(im*l^ 
^X«JtlI^^^L. R3 ^i^^^^>i^.^-e®^^l^^^/iCl-C47;V^;^^4:*■t■o ) ^ 
^L. k{±OX(il**L. k' ti0~4O^ic=Sr^L. k ;J»sO <D:^'^l^{± k ' {±2-4 
OS^-e*l9. k' ;6«2~4 0J^'g-lC{±X' l±ffi^^oTJ:<. R«Cl-C4T;V4r;V^. C 

2- C47;V'5^-;v^Xf±C2-C4r;i/^-;i'»t?*;5)o ] 
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:^mmmhit. ii)-f>-^^U<DT. «^ftL/i^m> TU<D^ (I) "Cti^^ tt;?,2H-tf 
1.^(1) 



[^4'^ Xfd:C2-C4T;V'^-;V^x C2-C4T;V^^;V'*. Ri -S (0) i (Ri fiCl- 
C47;i'^;v36=^«L. l{i0~2O3^l&Sr^-ro ) > '>Ty3fe, *;v*^^>'». C1-C4T 
y\/^^=yii)\yi^=^}V^. (Ri ) 2 N-^ (Ri {imiBtlWI— <7)m^=£:^-ro ) . Ri - 
CO-NH-* (Ri (iBtrlBi:I^-<^iti*5:^i-o ) ^ Ri 0-CO-NH-* (Ri 
miatl^-<^*l*=^^1-o ) . Ri NH-CO-NH-& (Ri MIBt|sI-<^#.i*«:^ 
-To ) . X{i> (R2 ) 2 N-CO-S (R2 t±7K^l^.^XJ±Ci-C4T;v^;w»*^i-o 
) «-^U X' ti>'^^y>'lr,^. yNn'j^yjgnF^t < ^±Cl-C4T;^3^'>»■eMm$:^^T 
^) J:v^C1-C4T;V^;V^s ^hoft, Cl-C4T;V3 ^ vS. Xli. Ra Z (Z(i^#l^. 
i=-XM«i^*^l-> Ra ^±/^^^•>'Jg^■egm^tLyi:Cl-C4T;^^;^*=Sr^i-o ) * 
kJiOXtil ?r^L. k' 0 ~ 4 0^^=^* t> k ;&*0 oar-^JCti k ' t±2~4 
(Omt^M. k* ;&«2~4 0J^-^iCliX' affiM*oTJ:<. R{±C1-C4T;V^;W». C 
2-C4 7 ;^ ^ .'V^X liC2-C4 T;^#-;^*t?*^o ] 

-C^$tL-2, (^t^^^S-fc UT<D) 2H-t*7>-2-^>"fb^t> (jy.T> (I) tlB-f 



Kct'. X{iC2-C4T;V^-;^S^ C2-C4T;^^^^V^> Ri - S (O) i (Ri JiCl- 
C47;v^;i'&*^U. 1 fi 0 ~ 2 (^^ict^-To ) . v'7>'^. ijiy^a^^i^m. C1-C47 
;i.3iS^>>*;i/5K^n'*^ (Ri) 2 N-^ (Ri {ilifIBi: Pi-<^^'*=Sr^-ro ) . Ri - 
CO-NH-^ (Ri {ifriBtl0l-«^iti*^^-t-o ) ^ Ri 0-CO-NH-* (Ri \± 
fflSi:IWI-0^i*=^*-ro ) . Ri NH-CO-NH-* (Ri {imiB^: R-^^^i^^r* 
-To ) > Xli^ (R2 ) 2 N-CO-^ (R2 ti7)c«M^^X«Cl-C47;l/^;w^«r^-ro 
) ^aU. X' • \t?^xxYyWa'. ^Nnr>JE^^b<fiCl-C47;W=3^v*-C-mm$tL 
T^) J:v>Cl-C47;v^;v^. ->n*. C2-C47 J^3^'>^> Xt±> Ra (Z{4^^ 
IiT-X«^Jl^=S:^t. Ra f4/NnyyMi^-egm$tL^cCl-C47;V^;v»t:Si-o ) 
^Sb. kfiOXtil^^t. k' {4 0~4<^^^«r^L. k <?)*i'g-l^{4 k ' {4 2- 
4 0»m-e^»}. k' 7&*2~4<^»'&{^«4X' {4ffiMJ5roTJ: <. Rt4Cl-C47;i'^;V^ 
, C2-C47;V'ir-;i/^X»4C2-C4T;i'4r--'1^*"^**o ] 

-C^$tL>?,2H-e7 V-2-:^><k^«fe (JSHT, ^^m'C'^^ (II) t|E-rc:i:7&«*'2)o ) ; 
3. (III) 




2. ^ (ID 
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[^4^. V{iC2-C4T;V'>--;v^. C2-C4T;V'^->'V^> :*;i/#^v*> C2-C4T;^=i^>':^ 
;v>K-;i/»Xt4 (Ri ' ' ) 2 (Ri ' ' (iC2-C4T;v^>'Va^=Sr^-to ) 'Sr^L. 

k* ' ;&«2C0^^l^J4X' ' {4ffl***o ] 

>fli-r*-t*#li^ti"^> ^ (IV) 



V(iC2-C4T;^^--»v*^ C2-C4t;v^^^w*. C2-C4t;V3^->* 

;V:K-;W^3l(4 (Ri ' ' ) 2 N-^ (Ri ' ' {4C2-C4T;i'^;V*=S:^-ro ) ^^L> 
k' ' (40~2c7)^^=SrmL, k t&^O O^-^tCti k ' ' 2 -e* l9 . k' ' i)^2(Dm^i^ 
l±X' ' J±>fB^'fc>). X' ' ^4^^^>^>M^. yNn'J''>MT^L< (4C1-C4T;V=i^->^ 
J;v^C1-C4T;V^;V*> -hn^, C2-C4TJV3^->». R3 z-^ 

(Zt4m3^M^Xti«feftS?'*^t, R3 tt^NO'>';-j[ii^-^«m$tL/iCi-C4T;v:¥;v* 
^^-To ) =^^t. kfiOXtil «:aL. R(4Ci-C4T;v^;v^> C2-C4T;v^-;v*Xt± 



[^^. X14C2-C4T;V'>--;V*> C2-C4T;v^-;V*s Ri - S (O) i -» (Ri JiCl- 
C4T;V^;V»=£r^b. 1 {4 0 ~ 2 OS^=Sr^i-o ) . '>Ty^. C1-C4T 

(Ri ) 2 N-^ (Ri tiltflBfclWI— <^^l***i-o ) . Ri - 
CO-NH-^ (Ri {4tSrfBtra-<^^i*Sr^i-o ) s Ri 0-CO-NH-* (Ri it 

mitm-oMM^miro ) > ri nh-co-nh-* (Ri iimmtm-<DMf^im 

1- o ) . X(±x (R2 ) 2 N-CO-^ (R2 {i7K^!E^=-Xf±Cl-C4T;l/^;v*=Sr^1-o 

) ^^L, X' {4/^^->'yM^> ^Nnyvl^^^t< {4Cl-C4T;V=3:^'>*-cem$tLT 
^> J:v>Cl-C4TiW^;v^. ^hn^, C1-C4T ;v =3 ^ Xti. Rs Z-^ (Ztim^i^ 

Rs J4^Nnr>ir>^-ea^$tL/^Cl-C4T;V^;v»=Sr«-ro ) =Sr 
mL ktiOXti 1 k' t±0~4O^^^^t. k^^0Om^l-{4k' {±2-4 

<7)«icT-^>)> k* ;{i«2~4<^:^'^tC{±X' J4fflM^oTi<. R i4Cl-C4T;V^;^*> C 

2- C47;l"^--'^*Xt±C2-C4T;V^^-»V'afe-e*'&o ] 

-e^$tL^2H-tr9>-2-:j-:^'ft;'&ti<^'Kffl ; 




o 



OR 




0) 




tilgE# 2004-3078938 



#M 2 0 0 3 -3 2 4 1 5 7. ^-i^ : 4/ 

[^tf. X{iC2-C4T;v^-;v^, C2-C4t;v^-;i^S. Ri - S (O) 1 (Ri (iCi- 
C47;v^;v**«t. 1 (i 0 ~ 2 <7)ft^^^i-o ) s i^r^m. C1-C4T 
;i/n:^>>:^;;l/jj?-;v|fes (R i ) 2 (Ri ti^tflBi: |WI— 051^1* =S:^-ro ) ^ Ri - 

CO-NH-^ (Ri iimmtm--<7)^M^mro ) > Ri O-CO-NH-* (Ri {± . 
B&iat|f|-(^^l*^^i-o ) . Ri NH-CO-NH-^ (Ri iiBtflfii: l^-<^^«**^ 
■To ) ^ Xit. (R2 ) 2 N-CO-* (R2 ityi^mW.^XiiCl-(Ar)^^}\^mim:iro 
) imv. X' ^±^^Dr>'>'lI^, ^Nn>5r'>ir,^^U< tiCl-C4T;v=i^->»-r'SI^$tLr 
^> J:v^C1-C4T;v^;v^, -hn^, Cl-C4T;v=i^->^. X{4^ R3 Z-^ (Zfim^IT. 
=¥-Xiimnm.^^mL. Rz {i^^^r>Ii^^-egm$^^7^wCl-C4T;^^;^»^^f o ) ^ 
SL> ktiOXtil^at. k' {± 0 ~ 4 co^^=S:^L> k ^S^q oJ^^icti k ' }± 2 ~ 4 
<Dm^-^^^. k* ;6*2~4<^i^'^lC(±X' ttffiM*oTJ:<. R {4Cl-C4T;V'4r;i/*. C 
2-C4T ;v -5^ - {4C2-C4 T;v^-;V'^-c**o ] 
$ tL 2H- tf 9 :/-2- :t 'fb-^t/ <o^m ; 

7. !S: (I) 

O OR 

(I) 

CH3 

[^*. Xf±C2-C4T;l/>5--;V^> C2-C4T;V^-;v^^ Ri - S (O) 1 (Ri f±Cl- 

C4t;v^;i^^=^^L> 1 t4 0 ~ 2 os^^^i-o ) . 'yr^m. C1-C4T 

(Ri ) 2 (Ri {±luie t |WI— (^^l*=S:^-to ) , Ri - 

CO-NH-^ (Ri iimmtm-(DMMi:Wk-ro ) ^ Ri 0-CO-NH-* (Ri i± 

mmtm—ffy^j^imi-o ) . Ri nh-co-nh-» (ri ifmmtm-'DMm^m 

•to ) . Xti. (R2) 2N-CO-^(R2 {47fc^M^X»4Cl-C4T;i/^;i'*=S-^-ro 
) ^rSt. X' (i^Nnyvm^^, /Nny>lF.T-^L< {4Cl-C4T;v='drv^-t?«^$*LT 

^) j:v>ci-C4t;v^;v*, -ho^, ci-C4t;u3^'>^. Xti^ R3 (Zfim^im 

^f-xamnm'^imL. rs ^4/^ay>MT-e«m^^^/wCl-c4T;^#;^*^^■to ) ^ 

mL> ktiOXtt 1 =£-at. k' tiO~4<^^l&=ir^L. k ;6«0 c^Jif^irti k ' Ji 2 ^ 4 
omm-^^^. k' >i*2~4<^jt^lC{4X' fd:ffiM^o-CJ; Rl±Cl-C4T;i'#;V3fe. C 
2-C4T ;v - {4C2-C4 T)l^^- JV^T ab o ] 

) ; 

8. m^M<0^ (I) 

O OR 

(I) 

CH3 

[^ff. XI4C2-C4T;W'^-;V*. C2-C4T;V^->'1^*s Ri - S (O) 1 (Ri HCl- 

C4t;1'+;v^«'^l, H4 0~2o^|gc«-^-ro ) ^ 'yr^m. *;v?K4r->*. ci-C4t 

;i/3^->5t;;i'.i€^;i/^, (Ri ) 2 N-^ (Rx filtflB ^ 1^— <^5tl*«-^i-o ) ^ Ri - 

co-NH-^ (Ri iimmtm-<DMm^0:-ro ) , Ri o-co-nh-^ (ri a 
ms&twi-'(7)Mm^0i-ro ) . Ri nh-co-nh-* (Ri iimMitm~<D^M^0i 

-to ) . Xii. (R2) 2N-CO-^(R2 l47jt^M^Xt4Cl-C4T;v^;l/^«r^-ro 
) ^^L. X' it^^uy^m"^. ^\uy>m^^L<iiCl-0iT)]y=2^i^mx-m:^^fiX 
^ iv^Cl-C4T;^#;v^> -hn^, C1-C4T;v='^v*> X(4^ R3 Z-^ (Zfi^^M 
^XMItH^S-^L^ Rs t±^ND^>ili^t?«^$*tfcCl-C4T;V^;V^Sr^-ro ) =Sr 
ktiOXti 1 =lr^L. k' f±0~4OS^**t, k76*0<^«F-g-Htik' li 2 ~ 4 
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9. TGF-^O'f^ffl'Sr^ill-rs/ii&O^t^^^i: L-r<^. 5^ ( I ) 
o OR 

[^4>. XI±C2-C4T;V^-;1'^. C2-C4T;V^-;1'*. Ri - S (O) 1 (Ri f±Ci- 

C4T;V^^V/S«r^U U± 0 ~ 2 (^^g^^r^-to ) . ^/T/». C1-C4T 
;vnit^~>*;v**-;v*> (Ri ) 2 N-^ (Ri iimmtm—<oWM'^^'^o ) > Ri - 

CO-NH-* (Ri itmrntm-'DMrn^m-To ) ^ ri o-co-nh-* (ri t± 

IfflBtlWI-om^^-ro ) . Ri NH-CO-NH-* (Ri (iltliai: 
■r ) Xii (R2 ) 2 N-CO-» (R2 t±7ic#II^X{±Cl-C4T;V^;V^«r^i-o 
) ^Sr^L. X* ti/Nn^^Jl^. ^no^ vil?-^ L < {iCl-C4T;V3 v^-e«m$^^■C 
^> j:v^Cl-C4T;Vi^;i'*. -hoife, C1-C4T;V3 ^ v*. R3 Z-^ (Ztim^M 

^XM^Mi^-^^L. R3 {±/M3y>'Il^X-«^:&nfcCl-C4T;V^;i'^t:^i-o ) ^ 
^t. k(±OX{±l=^^t. k' {iO~4<0^^*RL, k;6«0O«f'^t'f±k' l± 2 ~ 4 
»9 . k' 7&«2~4 0i^'^lCt±X' (±*Sm*o-CJ: <> RI±Cl-C4T;V^;wafe. C 
2-C4 T)^^^ {iC2-C4 7)1^^=- ^V^t? 2b * o ] 

-e^$tL'5.2H-ii°7:^-2-:a->'ffc'&#<^'ls£ffl ; 

10.^(1) 

OR 




(X')Kr-F 



0) 



'CH3 



[^•t". X^±C2-C4T;^'5^•=•;^^^ C2-C4T;V#--'V*> Ri -S (O) 1 (Ri *ici- 
C47;V^;i/»=Sr^t> 1 {± 0 ~ 2 (^K^^^-fo ) . ->T/*. :^7;VjK^v*> C1-C4T 
;i/3it>'7t;;v**-;v». (Ri ) 2 N-» (Ri {iltrlBi: |WI-<^#.i*^^-ro ) . Ri - 
CO-NH-» (Ri iiHuK^:|Wl-<^^i*=$:^-ro ) . Ri O-CO-NH-H (R 1 ^ 
fltri5i:m-<05^*«r^i-o ) , Ri NH-CO-NH-* (Ri «IBfc 
-r, ) . Xfi. (R2 ) 2 N-CO-* (R2 {i7)c*mi^X(iCl-C4T;V^;V*=Sr^i-o 
) *^L> X' {i^^^y>'J[I^. ^Nnr>IE^^^b<tiCl-C4T;V=r^v^tr«^$tLT 
^> J:v^C1-C4T;1'^;V'^s -hn*, 01-047;^ 3 #vS. Xti. R3 (z*±@i^m 
^■XtiMM^-^^b. R3 ti^Nn>^>J!I^-eg^$tLf^Cl-C4Tn^-^;Hfe'Srm-t-o ) «r 
kJ±OXt±l*^L. k' {iO~4<?)«^=Srmt. k 75^*0 O^-a-J-Jik' (i 2 ~ 4 
(D^mr-^y). k' 7&*2~4 0J#'g-tC{±X' {i^M'SroTJ: <. R fiCl-C4T;V^;v»> C 
2_C4T;i/'J^^;^*3l»±C2-C47JV^-;Vft'C2b'5>o ] 

11* T G F - /8 J: ;i,^#iIfT»i'^<7)#^f't£ji*E«L'-C^#^:^»<^®^*^^< - ^ 
J: »9 ^w«6<^^a^:a-t ^ ( I ) 

O OR 

(X)k. 

0) 

O"^ ^O^ "CHa 
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;V3iS^^>5{;;v.i?-;i.^. (Ri ) 2 N-* (Ri tiltrlBi: 1^1-0^1* =^^-to ) . R 1 - 
CO-NH-^ (Ri {imiSt^-<D#.?fe«i-o ) . ^^0-CO-NH-» (Ri ^ 

To ) . Xit. (R2 ) 2 N-CO-* (Ra »i7icmiE^XtiCl-C4T;V^;v|J^t-o 

o^^-e*'?. k' *«2~4(^J^^^'^4X' t±ffim=5:ot:J: <> ri4Ci-C4t;v^;i/*, c 

2-C4 7)^^=- {4C2-C4 T ;V ^ - -"^ * * o 3 

12.^(1) 

OR 

(I) 

CHs 

[^^. X«C2-C4T;V'5--;V*. C2-C47JV^-JV'». Ri "S ! J"* ^^^^ 

C47;v^;v«^^L. n40~2<^«ic^^i-o ) > 'yr^^. :^;i'*^vS. C1-C47 

;v=ii^-/p!;;v,i<-;v^, (Ri ) 2 N-» (Ri {±tul2 1 |W|-omi*=£:^i-o ) > Ri - 

mmtm-(7)MM^m-ro ) . Ri nh-co-nh-^ (Rx ^^^^J^,-^^^^^ 

4 ) Zti (R2 ) 2 N-CO-* (R2 {47K^M^X}±Cl-C4T;V^;v»^^t-o 
) X' {i^Nn^vir.^. ^^°<5^>'^^^'^^<'*Cl-C4T;Vn^->^'fi^$t^ 

^,J:v^C1-C4T;1'^;v*. ^hn». Cl-C4T;vn^ 31J±. Ra Z ( Z»^^^ 
^^Xt±«S«.^t^L. R3 {4^^^rvl^^-egm$tLy^:Cl-C4T;^^;^*^:^•t-o ) =Sr 
kJ±OXt±l*«U k' iiO-A(D^m^mL. k^^'OO^^l'tik' i42~4 
(^JS^-C^V;, k' i)^2'-4<Dm^KiiX' }4fflM^J:o-CJ:<, R14C1-C47;V^^^S. C 
2-C47;V'Jr:::.;l^^X{4C2-C47;V'^--'^*"t?*)*o ] 

1 3 . *S!rS«^S ( I ) 

o OR 

(I) 

'CH3 

[^4'> Xt4C2-C47;V'^^;V*> C2-C47;W^-;V*. Ri -S (O) 1 -» J^ci- 
C47;V^;v*^^L. UiO~2<7)S^«:^-fo ) . '^7^^. C1-C47 
;v3i^'>*;i'.i?-;v^, (Ri ) 2 N-lfe (Ri timilSt ^-o^i*«:^i-o ) , R 1 - 

co-NH-» (Ri iimitm-^D^M^m-To ) > RsO-co-NH-ft (Ri 2 

miB^|W|-0^5fe^^i-o ) . Ri NH-CO-NH-* (Ri tittflSi: ^"^^^^ 
To ) . Xti. (R2 ) 2 N-CO-« (R2 «#i^^XI±Cl-C47;v^n;|JJJo 

^>iv-ci-C47;v^;v^. ^bn^. Ci-C47;vn^->», Xi4. Ra z - S {Zjtm^m 
^Ximnm.^imi^. Rs {4/NnyvM^T'g^^tL7tCl-C47;v^^v*«r*-fo ) «r 
ktiOXtll^^U k' {±0~4<^^m=^^L. k7&*0O^^l-»4k' fi2~4 
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2_C4 7 — t±C2-C4 T)^^=- ^v^'C ab -5) o ] 
[0 0 0 7] 

|friBOXlci3tt^> Ri -s (0) . -«i:L-Cii> ^'^^'/i 

H-^ttTti. m^\t^ T•fe^;^7 5/»^7&^'^^f^^^. . Ri 0-CO-NH-»^ 
LT{±. fHx-tf. ^ >^v^;V**-;^T5^*^:6^*if^^^> RiNH-CO-NH-^ 
fcL-ck ^J;i{f, ^^;VT5y ?!7;^**-;^T5-^*#:^**^f?>^^ (R2)2N-CO 

miB<^X' tiisit^^^n-i^vlI^-fcLTfi. y -jmm=^'. a-i/^M 
lfrfBORtc^it^ci-C4T;u^;^«tLTti. 

C2-C4T;l^^-;v3fefcLT{i, IfOx-if. lf-;vS^ ya^^;v^^75-*lf "btt. C2-C4T 

ilb-I^^Vl) (4-^ h^'>-3-[3-[3.4--:^^ h^'>7x::^;H-l-:^*V-2-7'n 

6->^^V-2H-e7>. 4-^ h^>'-3-[3-[2.4-y^ h :^'>7 x-;V]-l-:*-^ V- 
2-:/'n^^;W]- 6--»f -J^JV-aH-fcT 7 >) »4> -E^X-ff, Tetrahedron (1973 
) 2 9 1 0 8 WO 0 1/7 9 1 8 7-f-^m^<^:5:«l'ISm^^'^^'5, <Zr^tr^ 

(II) \tmmit^WiX'i>^i^. wo 9 7/3 5 5 6 Sf^fSf^Sii^ 

7 9 1 8 7-i-<zr#o#w^ff*o®Hir^'g-$tL^„ m^xm-^tim.m^ 
2ic>fbl-t»°(i) ti> ^ (V) (^4'. X. X' . kzty^k' Mmmtm-^Dn^^mrto 
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-MbXti T ;v ^ ^ Mfc-t ^ ^ 1 'J SSliti- ^ t § ^ o 
o OH o ^"^ 





(1) 



TJi'^Mb. T;V"^-MkXliT;v^->'Wb<^:^fei: tt:{4^ mx.i^> (V) 
fc^ (VI) 

RW (VI) 
:^^mi^ (V) t^t^m (VI) fcO:^S<^^^T-ec7)RE5{4, ii-t. mM^X-m^fi^ 

~2*;vo«iJ^. 'ffc^ti (VI) lis i^;v~2^;k^»J'&-c$)^o 

fi^^ifcicj:*). ^-fb-g-Jgj (I) =gr*li-r'S-t*«-Ci*o #^$tLfc:*:>fb'g-J^ (I) « 

2is:ifF5# (V) O— '^x.^^^ Indian J. Chem(1974), 12, 9 
5 6#<^:Scmm«^tt-Ci3l9. <&^t?*^o -e-L-C. ^ (VII) (S:'^'. X. X' > k 

2Sti/k' t4mi2fcl^-oi^'**^i-o ) xir^^M\t%m>^. ^ (VIII) ■C75$tt;6'fk>g- 

o OH o OH 

(X-)K.-|;^"°^ O^^CH, ^ ^ o^-a-CH3 

(VII) (VIII) 




(V) 



2ic4«^>f*: (V) <^)d*.. :$:§i5gffF^'(*^ (HI) (iffm-fb-^Jfe-e****. ±ia:fcS^<^iam* 

[0 0 1 ol 

ait^s 'fk-^iiJ*-^ (i) ~ (vii) •C^^tL^^H^gft'F^'f*^ (III) ^mi^-^^o 
O OH 

V ^"^w^ ^^^^^ 

(111) 

[0 0 11] 
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(V) ^lBi.-a (X' ' ) k- • 


(i) 


3— CH=CHCH3 


(ii) 


3-C=CH 


(iii) 


3-CON (CHs) 2 


(iv) 


3-CH3, 4-OCH3 


(v) 


3-CF3. 4-C 1 


(vi) 


3 -C 1 , 4-OCF3 


(vii) 


3-F, 4, 5- (OCH3) 2 



[0 0 12] 

^2ir. it^m^^ (1) ~ (18) x-u^fi^^i^^m (I) -^m-Ti^-rho 
2 ^i^^m (I) 



O OR 




(I) 



[0 0 131 





(X) i,RXJ^ (X' ) 


R 


(1) 


3-CH=CHCH3 


CH3 


(2) 


3— C=CH 


C2H5 


(3) 


4-SCH3 


CH3 


(4) 


4-S (O) CH3 


CH3 


(5) 


4-S (0) 2CH3 


CH3 


(6) 


3-CN 


CH3 


(7) 


4-COOH 


CH2CH=CH2 


(8) 


4-COOCH3 


CH3 


(9) 


4-N (CH3) 2 


CH3 


(10) 


3-NHCOCH3 


CHsC^CH 


(1 1) 


3-NHCON (CH3) 2 


CH3 


(12) 


3-CONH2 


CH3 


(13) 


3-CON (CH3) 2 


CH3 


(14) 


3, 4-C 1 2 


CH3 


(1 5) 


3-CH3, 4-OCH3 


CH3 


(1 6) 


3-CF3, 4-C 1 


CH3 


(1 7) 


3-C 1 . 4-OCF3 


CH3 


(1 8) 


3-F. 4, 5- (OCH3) 2 


CH3 



[0 0 14] 
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m.m<Dmmi\:^^mir^-rzt(>KMm'o$)^o x^x. ^^t^m (i) ii> im^y-y> 

:n.Tv^^ (^x.(?. Clin. Liver Dis. . 7, 195-210 (2003) 

m) ^d\^i&^LxmmmB.ttj:^zt-i)^-txi,zmm.^fix\^^:h m^^^^ Am. j. p 

hysiol. Renal Phsiol. , 278. F830-F838 (20 0 0) 
.Kidney Int., 64, 149-159 (2003) ^M) o i^. J^m^ttW 

^<D^r)\^mmxh^ a b/d b-7^;^t}i. «:i:^»J1-;?> vy-^^-S^^^i^^^'Sr 

GF-i8StC0iiljn7&*Mfe^ttTV^^ (f?!lx.ff. Am. J. Pathol. , 158, 1 
653-1663 (2001) M) o ^ /t I g A^^O^T';V»-r'^;2.^T h y - 1 
etThy-l^#*iE't7^>' h I'^^-T^ - i: t::<fc «9 > AX6<Jt' 

5 1 i $ -^/^ ^> o T';^*^? t^^t L T^T G F - iS ^^^mf-^^^-t^ 

l^m«l'fb55WJ$tL*Ci::6«^$ttTV>-S (fRlx-Jf. Kidney I n t 
60, 1745-1755 (2001) #M) o 5i;S^t'i3V>T{±, '^-(^lEHli^^ 
/ii^ -^O^T';H6!^-t?ab^T s k-r-i77.lc*tL. T G F - /9 ia*^J4:iS-§--t* - 
«9J^jt^ilt'fk<^efcll75^^.«6<btL-Cv>-i, (iRlx.{f> J. Invest. Dermatol. 
118, 461-470 (2001) #R8) o m±OC: t *-<b. T G F - /? O^^ffl ^^^P 

ki- ^-fb-^J^ti. TGF- p\zx^^ '7-ry^^%m.^u^\^xm.m.<r>m.mf^p^m u 

%~9 9. 9 9M%-e$>^). 7[^«14ffi#{±. a-^. 9 9. 9 9*«%~0. OimS% 
[0 0 151 

tfz. :^it^m (I) {4. ^^^i--S,^M^^4l^'J>^$tL^ idi;. TGF-^id^^-r-g. 
lM3 7--^>itfS^-<^^^^ii«6:fJ=^ffi*"^*o ^P"^^ ^it^^ (I) t±TGF-i8<Z> 
f^ffi^rWJi-*ig^J*^-^'2»TGF-yST>^^=^^^ b"^'«>*o J:oT, ^it^f& (I) 

14. TGF-flftfflWm^^<^^?Sl^^i:l--^^J^'^^-^^'^*^^° TGF-/S{4. 
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TV>^ [J. Invest. Dermatol., Ill, 948-954 (1998) 
. FASEB J., 16, 1967-1969 (2002)]o$'btC>gbTGF-^ 
TGF-/Sl5E#^J-e*:&F e tu i n^{±> T G F - /ff <t S^<^#ftWJf^ffl 

izm^xts^m^m^. ^<DW&iS:mim^^ir^t-fym^^i^r\^^^ [j. inves 

t. Dermatol. , 118, 993-997 (2002). <&M#i1^<&^ #W 2 
000-342296] o ioT. r^C'fk^® (I) CStlJ'^Cl tt^r^^^^t LX^^^-^ 

wt^^^-r^o :ifih<Dm.^m^iiz^^^fi^:^it^m (i) a. m'b. o. oisa 

%~9 9. 9 9mM%X':h^. yfm^mmi. M-^. 9 9. 9 9m»%~0. oias:% 

nmm.^m'^^§tmiit^^^^ii-^ ^i^^ mmsimtm. it^^amwM. -kS'a^MM^'^ 

[0 0 16] 

nx.if. :^it^m (I) imm^u<Dmm^^tLxm^^^m^izii, ^^m^'mmtv 

V3mK%^xmM-r^:Lti!)^x^:ho 

M:tLxmixng'-'^2 g , »i U < fi^^^^^ftt LT*l> 5 m g 1 g^^^-TfUt 

m. ^^'i^mm'^-oxm^j:^if}K m'^ii^&^<Dm^iziniv^Ax^m^^&tLxm 

0. lmg~^500mg ^ri£^■ri^t^ i v^o t fz. ttllBO 1 B Ol£#S^ 1 ilXti^Ill 
A->^^^^if^:itit)^X^^o n-v3>{i. -E^flx-f^. ^,^^J> fL^b^PJ, 

mmoimshmmMim^^x^ mn<o-:^m^^'ox^M-r^ ^Ltif^x^^o 

ffi|E# 2004-3078938 
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m. ^^Mmmzji-oxm^ji^i!!^. m'^^^h^A-^^^^^mtvxmo. o img~*fj 

5 0 m g =S-S-^-rtL{f j: v>o t ti. ffifiB<^ 1 B <D^^m^ 1 lBlX{±^l2ltc^»tTlg#i-;2> 

m^m^m. m^i:£. mmn. ^mi^> wm^. tK^. T^zrw k. ^-t. m 

0 0 m g $rJ£-§.-tn{f J: v>o ^ /i, flJIBcD I B 1 IiIX{iM(^:S'ttTlg#i-^ 

10 0 17] 

•mm\ ^^"^^^^ (III) (vi) ] (D^^ 

3-T-b-^;V-4-li Kn^v-6-p<^;W2H-tf7 >-2-:J-> 1 . 8 5 g^ 3-i^nn-4-(h'; 
7;V:^n> h^v)^>'XT;V7't K2. 2 5 g. nn^;i/A 2 0 m 1 ;5.t;^tr^i; 
0. 7mlOfl^%=Sr. MmTti4Bf^l]n^L/Co g^aicJ^^ip L/c^. KlJ:>?S^?I^JEitM 

;V4 Om 1 -e^^l-^Cl ttc i 19, 4-H Kn^ v-3-[3-[3-i^ n n-4-( h V 7;i/:^n^ h 
3fi/)7jc:^;V]-l_:t^V-2-yn^-;V]- 6-p«f^;W-2H-e7>'-2-:t>' ['fb'g-%#-^ (vi 
) ] O^-fe^H^aO. 4 0g=^#7to 

^H-NMR (300 MHz, CDCI3) 8 (ppm) :2. 31 (s. 3H), 5. 
70 (s, IH), 7. 38 (d, IH). 7. 61 (d, IH), 7. 78 (s, IH 
), 7. 80 (d, IH, J = 15. OHz) , 8. 27 (d, 1 H, J = 15. OHz 
) 

2 mt^m ( I ) {A^-^mm^ (17)] 

5 K4 m 1 tr4-k Kn :^'>-3-[3-[3-^' n n-4-( h V -7;V:^-n> 
h — ;i/]-l-:^-^V-2-7'n^::i;i/]- 6-^^;V-2H-H°7>'-2-:i->0. 3 3 g=S:^ 

«PU ^<r>^imi\^i!^%i'c-t- y ^ (6 0%Mtt) somgS-Jnx.. ^ia-eso^wsi 
Tto -^<^f^x ^JSrl^K^-TlcTKi^aJraL. @^m^^;vT-ttffiL7^:o ^aii^t&^D:6::^7K-e 

h^^^^-f-Jc-KI-^CltJcJ: ij, 4-^ h^'>-3-[3-[3-^'no-4-(h V -yj^^u^ y^i- 
v)7jL-;i/]-i-:i-^v-2-7'D'^^;v]- 6-;»«^;v-2H-tr7:^ (17) ] o 

^mfe^B^B 0 . 1 3 g ^%tZo 

^H-NMR (270 MHz, CDCI3) 8 (ppm) :2. 31 (s, 3H), 3. 
95 (s, 3H). 5. 99 (s, IH), 7. 16 (d, IH, J = 15. 9Hz), 
7. 32 (d, IH, J = 7. 6Hz) , 7. 47 (d, IH 
[0 0 18] 

, J = 6. 5Hz) , 7. 53 (d, IH, J = 15. 9Hz) , 7. 68 (d, 1 H, 
J = 1 . 9 H z) 
[0 0 19] 

^m^z (ii!='7-'>'>afK^<^is¥P®<^^tig'g-$tL^^^s}?-^'-sfeiF«:;t-r'S 

jEtt hJi&iB&jS^^^» (C 1 o n t e c htt, *^'n^#-^CC - 2 5 0 9)1 
X 1 0« Iiej!&«:3 7*0, 5% C 02#H^Tt?-|fe^« L^o *tjt^Jia=Sr P B S T' 

tB8E#2 004-3078938 
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2mm^Lfz^. PBS 3m\imk^t)V:^i7V^ (Nalgen. iJ^u^f^^ 

1 7 9 6 9 3) ^m\*^xmiki:^iij-hmii'vfzo ww^Kfzmm.^m't-^m. (1,50 

Orpm. 4t:. 1 5^P^) (cii?**?). itt^PBS 2 0 m McMii LTSsi'L^^ 
SiLT^Co nhKfzitmz^ DNA Extraction Kit (Stratagene 
tt. ^jJ'n^r^^a 00600) <^Solution2=^llmK pronase*4 
. 8;. l^tL-rtLJnAT6 OlCtc-cmiSMi:^ L/^^. #'b^xfcrl^?g^r7X4'tci 0 
FB^Sfg L^Co -^i'^ ^^M-^^StCiie^ '^^<OSolution 34-4ml Jrax-TM-^ 

Lfc^, ^fi^^^\,zz^mM\.tZo m't-^^^m (3. OOOrpm. 4t:. 15^^) 
±rt$-lPllRLfCo llIi|X$tL/^_h?»tr. ^^-h?»lm 1 ^fcO 2;. K^RNas e ^in 

^^Lfz^x^^^^J^CDmn (^^ADNA) ?rIiIJRL^o ©JR^ttTt^y A DNA^r 7 0 % 
J^:J'y-;UT'^?tL7tm. mM.\^fZo m^^tLTt^^'y ADNA^ 1 OmM Tr i s-H 
CI, ImM EDTA (pH 8. 0) mT> T E t I21-o ) 5 0 0 Mcf#li LTto 
#?>tL7t'^yADNA^jS??a (r^ADNA l/.g;faSg) t^WM^^lX-m^fi 

* :^^iB^J lb 5& ^ ^ U ^ V :t 0^@e^J#^ 2 t?^ $ tL^ :^ilie2FiJ & :^ U 
^i-^^V^^K (I0pmol/^1)^1;,U ^^Tfc 29//UTaKaRaLA 

T a q (^rSit^t, ^^ni^-H-i-RRo 0 2 A) KmU^KfzhM f f e r 5 I . M 
g 5;/U dNTP mixture 5;^/ 1 :S.?/T a K a R a LA Ta q 

Siitt. *^'nir#-^RRO 0 2 A) 0. b fi l^m^Vfzo nhfifzWk^W.^^ AX:. 
S^^^z^LT^^m. 9 413. l^P^^V^tre Ot:. 1 P> {I 7 2 16^m<r>UU.^ 

izm-r^^tiZXy). ^0. 5 k bODNA'^HIJRLTto HiiR^ tL/iDN A =^ 7 y 

• ^nn;}.;WA^SL7tm> -^^^ ^ ^ i DN A^HJIXLt^To IHiiX^tt 
7tDNA^-®|<E7jci;^j!^L> i<^^«|T&lCNh e I 2. 5 1 :sr>'H i n d III 2 5 
M 1 «:*nx. 3 7VX3^m^^ULtzo ^v^T, ^m^M* 2 %T:^n-^-^^;i.«^^ 
iitC'St-r'SittCi t). ^3. 5 k bcDDNA^S-lIJDlL^^o lUJR^tL/cDN A^j^^ y - 
^l-ztlt'tSC: ttri f?#t>'DNA mr. n7-<5r'>'yn^-^-DNAi:fa-ro ) ^13 

-:^s *^>'^>'^>'7^7--lf?-=r- K^;z>:^^@e^J=|:;^i-^^^-jr_p GL 3 (Pro 
megali, * iJ' n >>'#^E 1 7 5 1 ) «r N h e I ]5:y^H i n d IIIT-ri-fb Lfcf^. ±15 
fc|WIMiC7:*-n-^y;i.m^^i&tC'et-^^^ttcJ: 5 k b <^DN A ^dURLTto 0 

iR§;M;feDNA=S:a:.^y-;i/tt®1-*C:ttcJ: WlTDN A ^miRL/^o ©JR^tL/cDN 
A izM^:^ 44//K Alkaline Phosphatase i^MM. * ^ n 
■t2 1 2 OA) ^C^#$^x/cB u f f e r 5;/ IRX/A Ikaline Phospha 
tase (^Mittt. :*^n>^#-t2 1 2 0 A) 1 I imk.X. C<om^i&.^ 6 5VX 
3 0^9-raiSi@LL7to MW^tSi'^tei^ j^y ~)U ' i^^^^jUAfSiMLfz^ 
y-J^itmf^^ti.zX*)DNA mT> Luc^iJ^^-DNAaria-To ) «-0JRLfCo 
^v>T% Jiserr^-^^yn^-iJ^-DNA l«j20ngtLuc-^i5'i5^-DNA ^^2 0 
n g tSrzi-^L/w^. DNA Ligation kit Ver 2 ^^^fl^=Sr(WIfi^Jn L 
Tl 6'CT'-^:^43^zaL7to ^miS-^f^lC:^!^* 5 H d a (TOYOBO^t, A ^ u 
■f-pNA-9 0 3) ^mK.X^^iZ3 O^m^mL. ^V>T-4 2'C. 4 sm^^ULfz^^ 
. #'btL7t:^MB*: 5 0 g/m 1 T tf v U h V "i? A (^i&^'ftt fj^u^^ 
-f-0 2 7-3 9) t:#tfLB^V-h{3M«L. 3 7 -#;^;KcgU/Co'ffi^Lfc5/> 
^;i/r/D^-^: 5 0/z g/m 1 T > V >- Sr-g-tr L B:^:ftfe 2 m 1 T' 3 7 13, 1 2 
^SL/wo #?>ir/c^#?8[;&» AUTOMAT I C DNA ISOLATION SYS 
TEMP I -5 0 (KURABOtt) ^m\f^X-:fy :^ ^ VDN AtrmMLtio P^$tL 
fz-fy^^ VDT^A<Dm^mm^pi^Ai^~^Ji>^-X-^i&fLfZo ^<D^^^ ^^^9 
K (^T. COL-L u c iisfii-o ) a. H hffi^O IM37-^>a 2Mat<5^<?? 
©¥PSf^i^<0-3 5 0 0~+5 7 (^^§B$&.^.=^+ 1 t't:ho ) <^:^«i2^jOT»£Jr. 
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[0 0 2 0] 

lE'B^ hskir^&mmmwmm i x i o^mm^ i o ommr^ y'^^izmm.L. ^¥m^t 

4^1l&iSJflL?» (mT, F B S tm-To Gibcott^ j&^'D 21140-079) i 
10 ( v/v) %#tfD ulbecco' s-MEM (BTKiSilltt. *^^n^^#^0 5 9 
1 9) i^m (WT. S^:^%=$-D-MEM ( + ) tm^-o ) 4'T?3 7'C. 5%C02#H 
^TtC;fc3V^-C-B^:^«L7to ^V^T?^:^^. F B S ^-^t ^V^D u 1 b e c c o ' s -M 
EM^tt (JJIT, ^^^SfefgrD-MEM (-) tlfil-o ) HS^LTto 

D-MEM (-) 3 0 0;« nc, COL-L u c 5 // gS.?>'p CM V- ^ - g a 1 ( 
I n V i t r o g e n^t. :^ ^ n ^^-^ i 0586-014) 5 fi g^SrjtJDx.. ^hfifzm 

^m^mux5^mmmLfz mmi) o ttz^ d-mem (-) soo/^ncLip 

0 f e c t i n e (G i b c o^±^ iJ^uy^^i 8292-011) 20;/ 1 i£-ijnx.> 

. ^tL^mwLxi o^mmLfz'^^ mm^M^^mzD-uEu (-) 5. 4mi«:jnx.-t: 

"C. 5%C02#H^TT':^«L/Co 6 ^F^^. r'-f-^ Vi:d-?>^*±rt^^# . ^BS^ 
PBS-C2mmn^Ltz^. yi^suKO. 2 5%b VTT'i^^iSr-^tfPBS 1 m 1 ^f^ 
iDLT7''f 7 v^;6^^m?rpJ;5§LfCo flJ>&«$tL7t«tcD-MEM (+) ^jftDx-TJ: < 
fl^Li^cm. ^Mrl'^%=S:l 2'>a:;i.7'U'-hiriml-ro:g^^iL> itL=S:3 7'C> 5% 
C02^m^TX-^^mmLfZo SB. ^'>:r.;V^D-MEM (-) T'2ll^^L7tf*, 
0. 1% FB S'Sr-^trD u 1 b e c c o' s -MEUmM i&,T. mm^miD-ME 
M (0. 1%) tm-to ) ImltCgiJIL^o 

^oidicLT^^^n^cmii. (1 7) -e^^tL'S^^'fb^Jfe (i) ^-^ 

^^mtah/zo 

imm^. TGF-/9 (Pepro Techti) OO. 5 g/m 1 7lc^^&X«^@ 

TKSri 0/i i^ipt^ 3 7t:. 5%co2W^m^Tx-^hK4 onm^mLfzo ^m^fi 
timmt:PBsx2mm^Ltz^. ^tiizmskmmM (m#^>'^i±> ^^u^^-^pd 

1 0) 2 0 0 A« 1 «rijnx.«4-fij**L^o wif>^^fifzmmi:mmmmi^t LxmuLfzW: 

. ^it^i^'L-^^m {1 5 , OOOrpm. 4*0, 5^ffl) 1" * i t J: »J , ±^ =£: HIJR L 
/Co llIJR$tL/c±f»#5 0// 1 =Sr 9 6 hiZ^Lfz^. MI CROLUMAT 

LB96P (EG&G BERTH0LD1±M) =^ffiv^T. Lu cTy^^mm (2 0 
mM Tricine(pH7. 8). 2. 67 mM M g S O 4 . 0 . 1 mM E D T 
Ax 3 3. 3mM DTT^ 270a/M Coenzyme A^ 53 0 /«MATP. 4 7 
O^M Luciferin)50//1 ^ Mm Z/' U- h izi^m^^L fz^. #<>j^;H*lO 
ll5fcl:=J-ilfl^ L7t (Delayri, 6#. Meas. Interval :20#)o 

IiIJR$tL/c±;^Xfim^^SSiJ5 0/z 1 ^i6 9 6 ^^^i^JVzriy- V iz^j^^ti 
tzfi - s Si 1 ( 5 . 8 mM o-ni trophenyl-beta-D-ga 

1 a c t o p y r a n o s i d e X 1 mM MgCla^ 4 5 mM 2 — j( Jl'ij Y j^^ 
y-Jl^) 5 0 UCJn;tT3 7'C. 2 ^P5>r >^ j--^- h L7t^. "^-f n ^ V- > y - 
r~i:m^^X^^ j:.)Vff^(D 4 2 0 am<Oi^itmimML/zo nhfitzmi:mizL. 

^^xn^^fs^^nm l/zo 

m^m^= m^m (±mmmm -miM mmmmMmmm ] / [4 2 o nm^^t 
St {±mmmm - 4 2 0 n mm.^m mmmmmmim) ] 
^iz^ nm^ftfzmW'mii.^mizL. :k^izm.^x. TGF-yjj&^^ti-'S is^^-r 
>miK^(D^mi&mmtnzM-r^^mt^^<Dm^^^^m^mt Lxnm Ltzo 
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BMSORV'^TGF- fimmmU.^K) ] XlOO 
it^m^-^ (1 7) -C7K$tL;S;$:>fb'^t/ (I) <^lLM{i. v^-ftL^j 7 0 m±T-^o 

[0 0 2 1 ] 
[0 0 2 2] 

PCRffly^'i' -^-i: LT IM='7-'>*>'it^E^(^tel:pg0«^S:^ill^i-r^:^c^6^w|^ft 
iB^J#-^ 3 

P C R ffl 7 v - L T I a 3 V - ^ > D N A «:-g^tB -2. * ^tf $ 
P C Rffl 7'^ 'f V- t LT I M n 7 - ^^itfs^O D N A ^^ffl-t-i) H^tt-^ tL/i ^ 

@e^j#-f - 5 
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SEQUENCE LISTING 
<110> Sumitomo Chemical Conipany Limited 

<120> Composition for inhibiting transcription of I-type collagen gene comprisin 
g 2H-Pyrane-2-on compound 

<130> P156235 

<160> 5 

<210> 1 
<211> 32 
<212> DNA 

<2I3> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer to amplify collagen promoter DNA 
<400> 1 

ccaagctagc gaaattatct tttctttcat ag 32 

<210> 2 
<211> 28 
<2I2> DNA 

<213> Artificial Sequence 

<220> 

<223> Designed oligonucleotide primer to amplify collagen promoter DNA 
<400> 2 

ccaaaagctt gcagtcgtgg ccagtacc 28 

<210> 3 
<2I1> 25 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer to detect collagen DNA 
<400> 3 

atggtggcag ccagtttga 19 



<210> 4 
<21I> 21 
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<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer to detect collagen DNA 
<400> 4 

caggtacgca atgctgttct tg 22 

<210> 5 
<2n> 25 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide probe to detect collagen DNA 
<400> 5 

ctcgccttca tgcgcctgct age 23 
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0 0 3-3 2 4 1 5 7 ^--J : 1/E 

mm 
imm 

^^ma. ^ (I) 




(I) 



[^^, XiiC2-C4T)\^^c=.)\y&^ C2-C47 vT^^. * ;v.-Ki^^ v^. C1-C4T 

-hn^, Cl-C4T;^3^:/«^=Sr^L, k {4 0X14 1 k' t4 0 ~ 4 <?5||^ 

^^L. k^-*0O^^jC{4k' (4 2 - 4 <^^|$rT'$, 19 , k' 2 - A (D^^iZltX' (4« 
M ^: o T J: < , R (4C1-C4 T ;v + C2-C4 T ;v ^ - {4C2-C4 T ^ ^ ^ S 

o ] 
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P156235 

¥^15^10^ 28 B 

#M2003-324157 
000002093 

100093285 



1*1 
ft 

■mm ^-tfe 

miBSfilCKtt LT. #M2 0 0 3-3 2 4 1 5 7 (ffiMB ! 
¥^ 1 5# 9 ^ 1 7 B) (OmmK^ h t LX. 

^^tz^^ mmjzx^ rm m^. n^yw. mm ^-ta 
. mm ^^^j <D4^^mmL. mm ^^t-j ^m^xm 

mLXLt^^tLfZo ^hKM^W. mm&:<o&:^i.zmLxm^ 
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2 003-324157 
50301783855 

m% -mm 9 0 7 9 

^^1 5^1 2^ 8 H 



000002093 

±m.m±m.i^^^mm4ru 5#3 3^ 

100093285 

■xmm:kWL-ni^^mm 4-5-33 i^i^-fk^ 



^-v: i/E 

003-324157 

m m X m m m m 



[000002093] 
l.^'W.^MB 1990^ 8>g28B 

^ wx ±m.mi^u-^^^mtm: 4TB5#33-t 
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